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IN THE CLAIMS: 

1-13. (cancelled) 

1 4. (currently amended) A method of gonotyping a determining the genotype of 
a bioagent comprising the steps of: 

d e t e rmining a first mol e cular mass of a first amplification product of a firat 
bioag e nt identifying amplieon that contains gonotyping information; and 

comparing the first mol e cular mass to a s e cond molocular mono of a oooond 
bioag e nt id e ntifying amplicon that contains g e notyping information, whoroin the first 
and s e cond bioag e nt id e ntifying amphconp ar e corr e lativ e , and whoroin q match 
between th e first molecular mane and th e second mol e cular mass idemtifioo a gonotype 
of the bioagent 

selecting at least one pair of oligonucleotide prim ers, wherein one member of said 
pair of primers hybridiz es to a first conserved region of nucleic acid encoding liposomal RNA 
and the omer member of said pair of primers hybridizes to a second conserved region of 
nucleic acid encoding ribosomal RNA wherein said first and second conserved regions flank a 
variable nucleic acid region which varies among bioagents: 

amplifying nucleic acid from said bioagent with said pair of oligonucleotide primers 
to produce an amplification product; 

deterrnming the m olecular mass of said amplification product by mass spectrometry; 

calculating the base compo sition of said amplification product from said molecular 

mass: 

comparing said base composition to calculated or measured base compositions of 
amplification products of known bioagents produced by using said pair of oligonucleotide 
primers, thereby identifying said unknown bioagent at the species level: and 

identifying a sub-species characteristic of said bioaReTit,_therebv thereby determining 
the genotype of said bioagent. 

15. (currently amended) The method of claim 14 wherein the g e notyping 
information sub-species characteristic comprises a single nucleotide polymorphism. 

16. (currently amended) The method of claim 14 wherein the gonotyping 
information sub-species characteristic comprises a variable number tandem repeat 
(VNTR). 
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17. (currently amended) The method of claim 14 wherein the g onotyping 
information sub-species characteristic comprises a pathogenicity factor. 

1 8_ (previously presented) The method of claim 17 wherein the pathogenicity 
factor is a pathogenicity island, a virulence marker, or a toxin component. 

1 9. (currently amended) The method of claim 1 8 which io t iood to dotoot a 
wherein said toxin gene has been inserted by genetic engineering. 

20-28- (cancelled) 

29, (new) The method of claim 1 wherein the molecular masses of said first and second 
amplification products are determined by ESI-TOF mass spectrometry. 

30. (new) The method of claim 1 wherein the bioagent is a bacterium, mold, fungus or 
parasite. 

2 1 . (new) The method of determining the genotype of a bioagent comprising the 
steps of: 

selecting at least one pair of oligonucleotide primers, wherein one member of said 
pair of primers hybridizes to a first conserved region of nucleic acid encoding a protein that 
participates in translation, replication, recombination, repair, transcription, nucleotide 
metabolism, amino acid metabolism, lipid metabolism, uptake, secretion, antibiotic resistance, 
virulence, or pathogenicity, and the other member of said pair of primers hybridizes to a 
second conserved region of nucleic acid encoding a protein that participates in translation, 
replication, recombination, repair, transcription, nucleotide metabolism, amino acid 
metabolism, lipid metabolism, uptake, secretion, antibiotic resistance, virulence, or 
pathogenicity, wherein said first and second conserved regions flank a variable nucleic acid 
region which varies among bioagents; 

amplifying nucleic acid from said bioagent with said pair of oligonucleotide primers 
to produce an amplification product; 

detenrrining the molecular mass of said amplification product by mass spectrometry; 

calculating the base composition of said amplification product from said molecular 

mass; 



4 of 8 

PAGE 5/9 * RCVD AT 3129/2006 1:34:18 PM [Eastern Standard Time] * SVR:llSPTO-EFXRF*37 * DNIS:2738300 * CSD):7606033820 * DURATION (mm-ss):0242 



03/29/2006 10:39 FAX 7606033820 



ISIS PATENT DEPT 



+ PATENT OFFICE 



® 006/009 



DOCKET NO.; DIBIS-0002US-P2 (Counsel Docket No. 10467) PATENT 

comparing said base composition to calcul ated or measured base compositions of 
amplification products of known bioagents produced by using said pair of oligonucleotide 
primers, thereby identifying said unknown bioagent at the species level; and 

identifying a sub-species characteristic of said bioagent, thereby thereby determining 
the genotype of said bioagent. 

32. (new) The method of claim 31 wherein said sub-species characteristic 
comprises a single nucleotide polymorphism. 

33. (new) The method of claim 31 wherein said sub-species characteristic 
comprises a variable number tandem repeat (VNTR). 

34. (new) The method of claim 31 wherein said sub-species characteristic 
comprises a pathogenicity factor. 

35. (new) The method of claim 34 wherein said pathogenicity factor is a 
pathogenicity island, a virulence marker, or a toxin gene. 

36. (new) The method of claim 35 wherein said toxin gene has been inserted by 
genetic engineering. 

37. (new) The method of claim 3 1 wherein said molecular masses of said first and 
second amplification products are determined by ESI-TOF mass spectrometry. 

38. (new) A method of claim 31 wherein the bioagent is a bacterium, virus, mold, 
fungus or parasite. 
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